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administering an immune blockade treatment to the recipient^ and 
transplanting a donor tissue from the donor to the recipient^]; 
wherein the donor is a clinical cadaver and the tissue transplant, conditioning 
treatment, and bone marrow cell transplant are completed within a single continuous 

forty-eight hour period of time. 

Please add new claims 3-64: 



3. Avmethod of transplanting a donor tissue from a donor to a recipient, the method 
comprising\ 

realing a mixed chimeric immune system in the recipient that is a chimer of the 
donor and^ecipient immune systems; and 

ng the donor tissue from the donor to the recipient; 
with the creation^ mixed chimeric immune system including: 

nor cells from the donor into the recipient that cause the 
production of immune system, cells in the recipient that have at least one cellular 
marker that isXc^^terigtic of the donor immune system; 

adnihiiste^mXa conditioning treatment to the recipient that avoids 

neutropenia; and 

administering an . iinVne blockade treatment to the recipient. 

4 The method of claim 3, wherein the d^hcr is a clinical cadaver and the donor tissue 
transplant, conditioning treatment, and the infusion^the donor cells are completed withm a 
. single continuous forty-eight hour period of time. 

5. The method of claim 3, wherein the conditioning treatiW is accomplished such that an 
amount of granulocytes in the recipient's blood decreases by less 1^30%. 

6. The method of claim 3, wherein the donor cell infusion is performed after the step of 
transplanting the donor tissue. 
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The method of claim 3, further comprising pretreating the recipient with pretreatment 
cells from the donor prior to the infusion of the donor cells. 

8. \ The method of claim 3, wherein the conditioning treatment is accomplished by 
administering at least one drug chosen from the group consisting of fludarabine phosphate, 
busulfanX and cyclophosphamide. 

9. The\ method of claim 3, wherein administering the conditioning treatment is 
accompUsheo\by administering at least one drug chosen from the group consisting of a purine 
nucleoside analog, deoxycoformycin, 2-chloro-2' deoxyadenosine, ifosamide, etoposide, 
mitoxantrone, doxorubicin, cisplatin, carboplatin, cytarabine, paelitaxel, nitrosoureas, melphalan, 
thiotepa, antUymptote serum, anti-thymocyte globulin, and anti-lymphocyte globulin. 

10. The method df claim 3, wherein administering the immune blockade treatment is 
accomplished by administering at least one of the compounds selected from the group consisting 
of anti-CD40L, sirolimus\^TLA4Ig, UBA29Y, and compounds that inhibit the binding of B7 to 
CD28. 

11. The method of claim 3, wherein the conditioning treatment is started less than six days 
prior to the infusion of the donor cer 

12. The method of claim 3, whereinS^ie conditioning treatment is started less than two days 
prior to the infusion of the donor cells. 

13. The method of claim 3, wherein theNionor tissue includes pancreatic islet cells and 
infusing the donor cells and transplanting the ddnor tissue are accomplished within a 96 hour 
time period. 

14. The method of claim 3, wherein the donor cell infu\on is performed by administering bone 
marrow from the donor to the recipient. 
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15. 'the method of claim 3, wherein the donor cell infusion is performed by administering stem 
cells fp the recipient 

16. Th&method of claim 15, wherein the donor cell infusion includes administering stem cells to 
the recipient on more than one day, 

17. The m\thod of claim 3, wherein the donor cell infusion includes administering stem cells 
collected from the peripheral blood of the donor. 

18. The metho^pf claim 3, wherein the conditioning treatment includes low-dose iiradiation of 
less than 500 GY. 

19. The method ofcW) 18, wherein the^cpnditioning treatment includes low-dose total body 
irradiation of less tfcan 3Q0 GY. 

20. A kit for Wating^Vpalient receiving an infusion of stem cells from a donor, the kit 
comprising: 

at least one dosage of at least one conditioning treatment drug; 
at least one dosagespf at least one immune blockade drug; and 
information for delivering the drags in a sequence and at predetermined levels 
such that mixed chimerism is mduced in the patient in less than six days. 

21. The kit of claim 20, wherein the afcdeast one conditioning treatment drug is chosen from 
the group consisting of a purine nucleoside analog, deoxycofonnycin, 2-chloro-2 T 
deoxyadenosine, ifosamide, etoposide, mitVantrone, doxorubicin, cisplatin, carboplatin, 
cytarabine, paclitaxel, nitrosoureas, melphalan, f^otepa, antilymphocyte serum, anti-thymocyte 
globulin, and anti-lymphocyte globulin. 
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kit of claim 20, wherein the at least one immune blockade drug is chosen from the 
of anti-CD40L, CTLA4I& sirolimus, and compounds that inhibit the binding of 




23, Hie kit of claim 20, wherein the information includes instructions for a pretreatment step 
of adtninistering c\lls from the donor to the recipient prior to the stem cell infusion. 



24. The kit of claiip 20, wherein the information describes administration of drugs and drug 
dosages for reducing th^Spumber of granulocytes in the recipient by no more than 30%, 

25. The kit of claim 20, ^herein the information sets forth delivering the drugs in a sequence 
and at predetermined levels suc^ that mixed chimerism is induced in the patient in less than two 
days. 



26. The kit of claim 20, whef 
chosen from die group consisting of fluda 



iditioning treatment drug includes at least one drug 
bine phosphate, busulfan, and cyclophosphamide. 



27, A method of treating a patient with materials from a donor, the method comprising: 

transplanting infusing donor cells^om the donor into the recipient that cause the 
production of immune system cells in the recipient that have at least one cellular marker 
thai is characteristic of the donor immune system; and 

creating a mixed chimeric immune systeta in the patient that is a chimer of the 
immune systems of the donor and the patient, incluflmg: 

administering a conditioning treatment to the patient in a period of less 
than six days prior to transplanting the bone marfcpw cells that avoids neutropenia 
in the patient; and 

administering an immune blockade treatmen^to the patient that causes 
lymphocyte specific immune suppression; 

such that the mixed chimeric immune system is aiMeast 5% donor-specific 
as measurable in peripheral blood of the patient. 
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28. The me&od of claim 27, wherein administering the conditioning treatment is started less 
than six days prior to transplanting the donor cells. 

29. TheWthod of claim 27, wherein administering the conditioning treatment is started less 
than two daysYrior to transplanting the donor cells. 

30. The method of claim 27, wherein administering the conditioning treatment is performed 
with at least one dnig selected fom the group consisting of fludarabine phosphate, busulfan, and 
cyclophosphamide. 

31. The method of curim 27, wherein administering the immune blockade treatment is 
performed with at least onXtreatment selected from the group consisting of rapamycin, co- 
stimulatory blockade, CTJ^4lkLEA29Y, and anti-lymphocyte serum (ALS). 

32. The method of claim 27, Nfiirther comprising a pretreatment step of administering 
pretreatment cells from the donor to thSxecipient prior to transplanting the donor cells, 

33. The method of claim 27, whe^^jfi^i^cells are stem cells taken from the donors 
blood. 

34. The method of claim 27, wherein transplanting the donor cells is accomplished by 
administering donor stem cells to the recipient. 

35. The method of claim 27, wherein the donor cell tnn^lant is performed by administering 
bone marrow to the recipient 

36- The method of claim 27, wherein the donor cell transplant is^erfbrmed by administering 
stem cells to the recipient. 

37. A method of treating a patient with tissue taken from a donor, the method comprising; 
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removing the tissue from the donor, the tissue comprising immune system cells 
other thanlspleen cells; and 

inducing a condition of mixed chimerism in the patient according to a method of: 

preparing the recipient with a conditioning treatment that reduces the 
number of the neutrophil cells or macrophage cells in blood of the recipient such 
that n^ftropenia is avoided; 

splanting the tissue from the donor into the recipient; and 
a<frninistering an immune blockade; 
sucfc/tfik the tissue contributes the function of the recipient's immune 

system. 

38. The method of^lagjx-^^wherein the conditioning treatment and the transplanting of the 
tissue occurs within a continuous^ hour period. 

39. The method of claim 37, wherein the administering of the immune blockade treatment is 
accomplished by administering at least\pne of the compounds selected from the group consisting 
of anti-CD40L,CTLA4Ig, LEA29Y, sirolimus, and compounds that inhibit the binding of B7 to 
CD28. 

40. A method of transplanting pancreatic islet cells from a donor to a recipient, the method 
comprising: 

administering a pancreatic islet cell transplant from the donor to the recipient; and 
inducing a state of mixed chimerism in the recipient according to a method that 
includes: 

infusing donor cells within 96 hours of the pancreatic islet cell transplant 
from the donor into the recipient, the donor cells causing the production of 
immune system cells in the recipient that have at least one cellular marker that is 
characteristic of the donor immune system; 

administering a conditioning treatment to the recipient thai is mildly 
myeloablative; and 
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administering an immune blockade treatment to the recipient. 

41. The method of claim 40, wherein the donor cell infusion and the pancreatic islet cell 
transplant both occur within a twelve hour time period. 

42. The method of claim 40, wherein the state of mixed chimerism is such that a donor 
chimerism level in the recipient of at least 15% is achieved as determined by measurements 
taken from the recipient's peripheral blood samples. 

43. The method of claim 40, further comprising administering a cell pretreatment from the 
donor to the recipient prior to the infusion of the donor cells. 

44. The method of claim 43, further comprising administering an antilymphocyte serum 
within 48 hours after an end of the cell pretreatment 

45. . A medic^ly modified non-human animal, incorporating cells from a donor by a process 
comprising; 

admirtostering donor cells from the donor into the non-human animal that cause 
the production^ of immune system cells in the non-human animal that cause the 
production of inwfiune) system cells in the non-human animal that have at least one 
cellular marker tnakis characteristic of the donor immune system; 

admimslering^a mil^myeloablative conditioning treatment to the animal in a 

period of less than sixj 

administering anWnune blockade treatment to the animal; and 
wherein the animal has a mixed chimeric immune system having at least 1% 

donor-specific mixed chimeEisrn. 

46. The animal of claim 45, wrWein the mildly myeloablative conditioning treatment 
comprises fludarabine or cyclophosphamide. 



g 
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47* The amnifcl of claim 45, wherein the animal is a mouse, rat, pig, sheep, or a monkey. 

48. A method or^reating a cancerous condition in a patient with materials from a donor, the 
method comprising: 

inducing \ graft versus tumor effect in the patient for treating the cancerous 
condition by transplanting cells from the donor to the patient; 

inducing a st^Je of mixed drimerism in the patient by a method that includes: 

;ering donor cells from the donor into the patient that cause the 
production of immune system cells in the patient that cause the production of 
immune system cfells in the recipient that have at least one cellular marker that is 
characteristic of theydonor immune system; 

administering^ a conditioning treatment to the patient, such that 
neutropenia is avoid 

administering aA immune blockade treatment to the patient that causes 
lymphocyte-specific immmie suppression; and 

such that at leaafe 1°A donor-specific chimerism is achieved, as measurable 
in peripheral blood oft le patfi^ 

49. The method of claim 48, wherein the transplanted cells are the donor cells. 

50. The method of claim 48, wherein the conditioning treatment results in an amount of 
granulocytes in the patient's blood decreasing by l^ss than 30% during the conditioning 
treatment. 



51. The method of claim 48 f wherein the conditioning treatment includes administering at 
least one drug chosen from the group consisting of fludar^bine phosphate, busulfan, and 
cyclophosphamide. 

52. The method of claim 48, wherein the conditioning treataentvincludes administering at 
least one drug chosen from the group consisting of a purine nucleoside analog. 
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deoxycoformwin, 2-chloro-2' deoxyadenosine, ifosamide, etoposide, mitoxantrone, doxorubicin, 
cisplatin, carbiplatin, cytarabme, paclitaxel, nitrosoureas, melphalan, thiotepa, antflymphocyte 
serum, anti-thy£iocyte globulin, and anti-lymphocyte globulin. 

53. The mettipd of claim 48, wherein the immune blockade treatment includes administering 
at least one of ttte compounds selected from the group consisting of anti-CD40L, CTLA4I& 
LEA29Y, siiolimus, and compounds that inhibit the binding of B7 to CD28. 

54. The method of claim 48, wherein the conditioning treatment is performed less than six 
days prior to transplanting the donor cells. 

55. The method of ckim 48, wherein the conditioning treatment is performed within two 
days prior to transplanting Vfce donor cells. 



56. A method of tr 
method comprising: 



immune system disorder in an immune system of a patient, the 



producti 
immune system ce. 
characteristic of the 



ikfusing Apnor ceHs from the donor into the patient that cause the 
of U9m0ne system cells in the patient that cause the production of 
\m the recipient that have at least one cellular marker that is 
ior immune system; 
creating a stateNpf at least 1% donor-specific mixed chimerism in the 
patient's immune system^ measurable in peripheral blood of the patient in order 
to treat the immune system with a method that includes: 

administering\ conditioning treatment to the patient that avoids 
neutropenia; and 

administering an immune blockade treatment to the patient that 
causes lymphocyte-specific hpmune suppression. 



57. The method of claim 5<S, wherein the immune sj^tem disorder is diabetes. 
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58. The method of claim 57, wherein the method is performed before the diabetes has caused 
abnormal insulin levels in the patient. 

59. The\method of claim 56, wherein an amount of granulocytes in the patient's blood 
decreases byJess than 30% during the conditioning treatment 

60. The method of claim 56, further comprising pretreating the patient with pretreatment 
cells from the donor before the infusion of the donor cells. 

61. The method of claim 56, wherein the conditioning treatment includes administering at 
least one drug chosen from the group consisting of fludarabine phosphate, busulfan, and 
cyclophosphamide. 




62. The method of clkim 56, wherein the conditioning treatment includes administering at 
least one drug /chosen Vfrom the group cOTSistmg^Nof a purine nucleoside analog, 
deoxycoformycm, 2-chloro-2\ deoxyadpatfSine, ifosamide, etoposide, mitoxantrone, doxorubicin, 
cisplatin, caiboplatm* cytarabme^paclitaxel, nitrosoureas, melphalan, thiotepa, antilymphocyte 
serum, anti-th>WQit&-gl66ulin ) and anti-lymphocyte globulin. 

63. The method of claim 56, wherein the immune blockade treatment includes administering 
at least one of the compounds selected from the group consisting of anti-CD40L, CTLA4Ig, 
LEA29Y, sirolimus, and compounds that inhibit the binding of B7 to CD2S. 



64. The method of claim 56, wherein \he conditioning treatment is performed within less than 
six days prior to the donor cell infusion. 



REMARKS 

Claims 1, and 3-64 are pending. By this Preliminary Amendment, claim 1 is amended, 
claim 2 is canceled, and new claims 3-64 are added to the substitute specification to broaden the 
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